The leukocyte recruitment inhibitor, NPC 15669 accelerates healing in acetic acid-induced colitis.
The therapeutic efficacy of the leukocyte recruitment inhibitor, NPC 15669 (N-[9H-(2,7-dimethylfluoren-9-yl-methoxy)carbonyl]-L-leucine), was evaluated through the time course of acetic acid colitis in rats. Intrarectal (i.r.) administration of dilute acetic acid produced intense inflammation of the colon, neutrophil infiltration, hemorrhage, necrosis and denuding of epithelium. Myeloperoxidase (MPO) accumulation increased approximately 40-fold (by day 1) and significant resolution of the disease occurred by day 9. When NPC 15669 (10 mg/kg, i.r.) was administered 24 h after acid, MPO accumulation and colonic lesion scores were significantly inhibited (days 3-9) and histological examination revealed the absence of hemorrhage, epithelial cell regeneration and complete restoration of the mucosal architecture. Thus, NPC 15669 prevents colonic damage and promotes healing of ulcers, even when administered at the peak of the inflammatory response.